ejaculation that always or nearly always occurs prior to or within about 1 minute of vaginal penetration from the first sexual experience; the inability to delay ejaculation on all or nearly all vaginal penetrations; and negative personal consequences, such as distress,bother, frustration, and/or the avoidance of sexual intimacy [3] . PE may affect many aspects of patient's life , including: self-confidence, interpersonal relationship, sexual satisfaction of both partners [4] [5] .What's more,the effects above worse the degree of PE in return. Several treatments have been used in clinical practice, mainly including: psychological therapy, behavior therapy, drug therapy, surgical treatment. Dapoxetine is a kind of selective serotonin reuptake inhibitors (SSRI), which take orally 1-3h prior to sexual life and can be absorbed and eliminated rapidly. Studies aim to treat LPE by on-demand take of dapoxetine were less well established. Moreover, most of them don't set control group especially placebo control group. In order to assess the value of on-demand take of dapoxetine in LPE, we conducted a prospective, single blind, placebo control study, studying the efficacy and safety.
Subjects and Methods
We totally selected 60 patient diagnosed with lifelong premature ejaculation in outpatient department of China and Japan Union Hospital Of Jilin University,from january 2015 to july 2015.All men were 20-50 years old;heterosexual;sexually active;stable sexual relationship for at least 6 months;fit the definition of LPE declared by ISSM above.Patients with erectile dysfunction;with psychiatric or systemic diseases such as diabetes mellitus;with malformation, trauma and infection of urinary reproductive system;with hypertension;with alcohol or substance abuse;or who used any drugs may cause or treat PE within 3 months were excluded.
The patient were randomly distributed into two groups(30 each).Group A patients were took placebo orally 1-3h prior to sexual contact and stick to water more than 250ml at the same time. Patient in group B took dapoxetine 30mg orally in exactly the same way as group A.Patients in group B were assessed after 8weeks,IELT and adverse events were recorded.Patients in group B were distribute into three subgroup according to IELT and adverse events:30mg dapoxetine(IELT> 120s,with mild adverse events or without adverse evens);60mg dapoxetine(IELT< 120s,with mild adverse events or without adverse events);stop drug(serious adverse events that patients can't tolerate).
All the patient were followed up after 12 weeks, recording their IELT, PEDT score and sexual satisfaction score(SSS) of both patients and partners, while observing the occurrence of adverse events.Sexual satisfaction was divided into extremely dissatisfied, dissatisfied, general, satisfied, extremely satisfied, corresponding to 1 to 5 points in turn.The data were analyzed by t test using SPSS 13.0, measurement data show as S X  ,P<0.05 was considered significance.
Result
55 patients enrolled in our study completed the study,27 cases receive placebo and 28 cases receive 30mg or 60mg dapoxetine. The age of the patients varied from 23 to 43 years(mean 29.2  5.3,30.1  5.1 years in group A,B, respectively).The age and body mass index between two group had no statistically difference(P>0.05), the data acquired in the end were comparable.
At the end of 12 weeks,27 patients in group A and 28 patients in group B were assessed.16 cases in group B took dapoxetine 30mg and the other 12 cases took dapoxetine 60mg. There were no significant difference in the mean IELT, PEDT score, SSS of both patients and partners between the two groups posttreatment(P>0.05,in table1), the data after treating were comparable.
Comparing the average IELT in different groups showed that dapoxetine-treat patient had a significantly longer IELT than group A(120.4vs42.1s,P<0.01). Moreover, PEDT score in group B were better than group A(9.9 vs 13.7,P<0.01).Both of patients and sexual partners felt more satisfied with sexual life in group B,which were better than group A(3.1 vs 1.8,2.8 vs 1.9, respectively, P<0.01). The details can be seen in table2. Additionally,mean IELT, PEDT score and SSS of both patinets and partners in group were satisfactory after the treatment(P<0.01,in table 3).18 cases(64%) in group B were effective in the end according to the effective indicators above.
Adverse events were reported by 4 men in group B(14.3%),3 cases appeared dizziness (10.7%) and 1 cases appeared nausea (3.6%), 1 of them appeared dizziness was observed when he increased the dosage of dapoxetine to 60mg. These adverse events occurred in 1 week and disappeared within 2-3 weeks, there were no serious adverse events reported.
Table1: intravaginal ejaculatory latency time(IELT), premature ejaculation diagnostic tools(PEDT) score ,sexual satisfaction score(SSS) of patients and sexual partners before treat
Group A: subject with placebo; Group B: subject with dapoxetine 30mg or 60mg on-demand; Table2: intravaginal ejaculatory latency time(IELT), premature ejaculation diagnostic tools(PEDT) score ,sexual satisfaction score(SSS) of patients and sexual partners after treat
Group A: subject with placebo; Group B: subject with dapoxetine 30mg or 60mg on-demand; * P<0.01
Table3: intravaginal ejaculatory latency time(IELT), premature ejaculation diagnostic tools(PEDT) score ,sexual satisfaction score(SSS) of patients and sexual partners of group B during the study period * P<0.01 Discussion PE is a common type of male sexual dysfunction disease.It can be a cause of personal distress which may also affect the relationship with their partners.While many patients puzzled by PE don't seek any medical measures,if they do, psychological therapy, behavior therapy, drug therapy and surgical therapy will be used in the treatment.Previously, PE was considered to be a disease related with psychological problems [6] . Psychotherapy involve education both patients and their partners,which may improve their sexual skills and increase self-confidence and reduce anxiety during sex [7] .However, the majority of studies aim to treat PE by psychotherapy didn't meet the criteria for high level evidence based studies [8] .The effectiveness of behavior therapy reported was different, with poor compliance of the patient.Although their utility are limited today, they are used to treat PE combined with drugs [9] . Surgical therapy such as ablation and modulation of dorsal penile nerve [10] is an innovative modality need further study and may cause irreversible damage which limit its clinical application.Circumcision seems to have some role in treating PE which can extend the ejaculation time [11] ,but it could not be interpreted as a justification for circumcision in men with PE even there were no adversely affect ejaculatory function [12] .Although drug therapy is widely used for the treatment of PE in clinic, few studies devote to on-demand use of dapoxetine to treat LPE.
The etiological factors of PE are various, involves psychology, environment, endocrine and neural physiological. The neural control of PE are concerned with a variety of neurotransmitters, studying widely of serotonin, considering 1a, 1b and 2c receptors are associated with PE [13] .For example, Ahlenius et al. [14] consider that stimulating 5-HT2C receptors delayed ejaculation, and reported the stimulus of 5-HT1A receptors in rats resulted in rapid ejaculation.However,the mechanism how the short-acting SSRIs treat PE is still speculative, scholars point out that they can't or only rarely increase 5-HT level in synaptic cleft [15] .It is possible that short-acting SSRIs have other effects still unknown which play a role in treating PE. Dapoxetine is a selective serotonin reuptake inhibitor which can be absorbed quickly and reach the peak plasma concentration approximately 1h after using, the half-life is 1.4h, the plasma concentration decrease to 5% of the peak after 24h [16] . Dapoxetine can be metabolized fast which enable it treat PE on-demand. This study found that on-demand use of dapoxetine can significantly extend IELT, perfect the PEDT score, improve the SSS of both patients and partners, comparing to the placebo control group(P<0.01). The average IELT in group B was about 2.9 folds compared to the initial data, which consistent with previous studie [17] . 18 cases(64%) treated in group B were effective, the others discontent the outcome and the further treatment need further research.Ozbek E et al observed that the short(S) allele of serotonin transporter gene-linked polymorphic region(5-HTTLPR) was more frequent in responders than in nonresponders and concluded that PE patients with SS genotype were easier to have a good outcome when treated by SSRIs [18] .HTR1A gene polymorphism is assocaited with IELT in LPE patients, the IELT of patients with CC genotype were shorter than the patients with GG or CG genotypes for the C(1019)G polymorphism [19] .The patients traeated invalid may associated with gene polymorphism. Several studies show that dapoxetine plus mirodenafil can be more effective than dapoxetine alone [20] , phosphodiesterase type 5 inhibitors(PDE-5I) may have a potential role in the treatment of PE without ED which need further study.Moreover, Kim YH and his colleagues pointed out that there was no clinically significant pharmacokinetic interactions between dapoxetine and udenafil which is a sort of PDE-5Is [21] .SSRIs plus PDE-5I may be a further direction for the treatment of PE even of LPE and can be well tolerated.
The most common adverse events of dapoxetine are headache, dizziness, nausea, dry mouth, diarrhea and vomiting. We observed 28 cases, 3 cases with dizziness(10.7%) and 1 case with nausea(3.6%), 1 of the 3 cases appeared after using dapoxetine 60mg. These adverse events occurred in 1 week and disappeared within 2-3 weeks. We didn't see anyone suffer from dry mouth which may be associated with take much water when have drugs. The incidence of adverse events of dapoxetine is relate to the dose,on-demand use of dapoxetine 30mg and 60mg for patients with LPE can be tolerated.Mondaini N et al showed 20% of patients with LPE seek for treatment refused pharmacotherapy by dapoxetine,and nearly 90% of patients started therapy discontinued after 1 year [22] .
SSRIs are widely used in the treatment of PE, dapoxetine can be absorbed and metabolized quickly compare to the traditional SSRIs. On-demand use of dapoxetine to treat PE is effective which also can reduce the dosage and decrease the incidence of adverse events. Our study show that it's effective to treat LPE by on-demand use of dapoxetine, and the adverse events are mild and can be tolerated. We also suggest that 60mg dapoxetine should be given directly in cases of severe LPE with high expectation.All in all, on-demand use of dapoxetine for the treatment of LPE is safe and effective. Although short-term results are promising, the long-term benefits are unproven.
